Background High-grade gliomas are the most common primary brain tumours. Pseudoprogression describes the false appearance of radiation-induced progression on MRI. A distinction should be made from true tumour progression to correctly plan treatment. However, there is wide variation of reported pseudoprogression. We thus aimed to establish the incidence of pseudoprogression and tumour progression in high-grade glioma patients with a systematic review and meta-analysis. Methods We searched PubMed, Embase and Web of Science on the incidence of pseudoprogression and tumour progression in adult high-grade glioma patients from 2005, the latest on 8 October 2014. Histology or imaging followup was used as reference standard. Extracted data included number of patients with worsening of imaging findings on T1 postcontrast or T2/FLAIR, pseudoprogression and tumour progression. Study quality was assessed. Heterogene- Conclusion This meta-analysis demonstrated for the first time a notably high pooled incidence of pseudoprogression in patients with a form of progression across the available literature. This highlighted the full extent of the problem of the currently conventional MRI-based Response Assessment in Neuro-Oncology (RANO) criteria for treatment evaluation in high-grade gliomas. This underscores the need for more accurate treatment evaluation using advanced imaging to improve diagnostic accuracy and therapeutic approach.
Introduction
Glioblastoma multiforme (GBM) is the deadliest brain cancer, often fatal within a year after diagnosis [1] . This poor prognosis is mainly due to the inevitability of recurrent disease. Imaging is important for accurate treatment evaluation of patients with a glioblastoma. T1-weighted MRI with gadolinium combined with T2/FLAIR is currently the standard imaging technique [2] . However, postcontrast T1 only reflects biological activity of the tumour indirectly, by detecting the breakdown of the blood-brain barrier [3] . T1-weighted MRI does not directly measure tumour size or tumour activity and is non-specific.
Recurrent disease appears as a new contrast-enhancing lesion on T1-weighted MRI or growth of the high T2/ FLAIR area. However, a similar presentation may result from treatment effects resulting in the false appearance of disease progression, i.e., pseudoprogression [3] [4] [5] . Thus, in the case of progression on imaging, it is necessary to distinguish true tumour progression from pseudoprogression to correctly tailor treatment.
Although recognised as a clinically important problem, there exists a wide variation in the reported incidence of pseudoprogression. Previous studies individually indicating its incidence vary in the range of 3% to over 50% [3, 6] . One of the major limitations of these studies was their small sample sizes. The high variance in the reported incidence of pseudoprogression impedes subsequent treatment decisions.
In order to clarify how often progression occurs, the current meta-analysis systematically reviewed the studies that recorded incidences of pseudoprogression and tumour progression in high-grade glioma patients.
Methods

Search Strategy
A systematic review and meta-analysis was performed according to the meta-analysis of observational studies in epidemiology (MOOSE) criteria [7] , the preferred reporting items for systematic reviews and meta-analyses (PRISMA) criteria [8] , and the assessing the methodological quality of systematic reviews (AMSTAR) guidelines [9] .
We systematically searched MEDLINE (PubMed), Embase and Web of Science. Database keywords and text words were used aiming at patients with a high-grade glioma and tumour progression or pseudoprogression, with synonyms for each (see "Appendix" for search strategy). We used both treatment-induced pseudoprogression and radionecrosis in our search strategy, as they belong to a spectrum of radiation-induced injury. We searched the databases from 2005, the time at which temozolomide was included in the standard treatment, till 8 October 2014. No other filters or restrictions were applied. Non-English studies were manually excluded later. Conference proceedings are included in Embase and this thus allowed for the inclusion of grey literature in the meta-analysis. Study selection and data extraction was completed by two authors independently (AA and KA). In the case of inconsistencies, a third author was consulted (AH or HW).
Selection Criteria
Inclusion criteria were studies having a consecutive or random selection of adult patients diagnosed with a high-grade glioma following standard care of treatment with first-line concomitant chemoradiotherapy with temozolomide, followed by adjuvant temozolomide. Surgical resection was not mandatory for inclusion, as some patients did not receive surgical resection due to contraindications, such as comorbidity. Histological confirmation, imaging follow-up, or a combination of the two had to be used as a reference standard to identify pseudoprogression or true tumour progression in patients with a form of imaging progression. In the cases where a definitive diagnosis could not be established, progression was classified as unknown.
Exclusion criteria included patients with recurrent disease. Any patient group or study that did not follow the characteristics described in the inclusion criteria above, like a group of mixed high-and low-grade gliomas, were also excluded. Studies exploring gliomas of the cranial nerves and spine were excluded. Finally, use of new therapies was also excluded due to our interest in the standard patient group.
Study Selection, Data Extraction and Quality Assessment
Main data extracted were the number of patients with any form of progression on MRI, the number of patients with pseudoprogression and the number of patients with tumour progression. General study characteristics were also extracted. These included study design, total number of patients, percentage of males, patients' age with range, reference standard (histology and/or follow-up), definition of tumour progression and pseudoprogression, image protocol, and interval between end of therapy and progression. Quality of included studies was assessed with the NIH Quality Assessment Tool by two authors independently [10] . The NIH Quality Assessment tool was divided into four domains. These included the general study setup (questions 1 and 14), the patient selection domain (questions 2-5), the follow-up domain (question 7) and the reference standard domain (questions 11 and 13). Questions 6, 7, 10 and 11 were excluded. These questions were considered non applicable, as the exposure that was referred to was similar for all patients as we included only patients after standard treatment.
Statistical Analysis
Meta-analysis was performed using data extracted from each study. SPSS version 23 (IBM Inc., Armonk, NY, USA) was employed to calculate the general patient char- Fig. 1 Flowchart demonstrating the inclusion and exclusion of studies acteristics. The incidence of patients with tumour progression, pseudoprogression or unknown progression was calculated per study. Subsequently, pooled results of tumour progression and pseudoprogression incidences were calculated using Metaprop in STATA/SE 12.1 (College station, TX, USA) [11] . Studies were weighted according to their variance and the sample size. The I 2 test was used to calculate the heterogeneity of the included studies. As this demonstrated a heterogeneous study set, a random effects model was utilised to calculated pooled estimates.
Role of Funding Source
The funder of the study had no role in study design, data collection, data analysis, data interpretation or report writing. The corresponding author had full access to all data in the study and had final responsibility for the decision to submit for publication.
Results
General Description of Selection and Included Studies
We started with 12,507 unduplicated studies. Among the 112 articles that were reviewed in depth, a total of 67 studies met the eligibility criteria and were included in the metaanalysis . Additionally, six articles [79] [80] [81] [82] [83] [84] were identified with a hand search, leading to a total of 73 included studies ( Fig. 1 and appendix for table 1). Fifteen abstracts were included (21%) [12, 25, 31, 32, 36, 38, 45, 51, 53, 58, 60, 66, 71, 73, 76] .
The included studies concerned 3781 patients with a mean age of 54 years. Of all patients, 57% were male. The studies included 89% WHO grade IV astrocytomas (glioblastomas), 7% WHO grade III astrocytomas (anaplastic astrocytomas) and no specification in 4% of the patients. In the majority of the patients (75%), imaging follow-up was used as the reference standard. Histology was utilised in 20% of the patients. A combination of both histopathology and imaging follow-up was used in 2% of the patients (see supplementary table 1 for details including the definitions of tumour progression and pseudoprogression). Clinical follow-up alone was used in 3 patients (0.09%), while it was unknown for two studies with a total of 94 patients (2.7%) [45, 58] . Sufficient data was provided in 40 studies to calculate the average follow-up period after initial progression on imaging, with a mean follow-up of 14 months (range 1-67 months).
Quality of Included Studies
A summary of the methodological quality assessment of the included articles is presented in Fig. 2 In the patient selection domain, all articles were classified as high-risk due to the fact that no article had mentioned sample size calculation or power discussion, nor variance or estimate of effect size (question 5 of NIH assessment tool). As the influence of this item on the quality was considered negligible, the patient domain was approached after removing question 5. This resulted in a much lower risk classification with a total of 27 (37%) high-risk studies. Lacking information pertaining to the number of WHO III and IV tumours [65] , as well as age; [21] , sex [24, 34, In the follow-up domain, the average quality assessment was good. A total of 25 studies (34%) were unclear about the follow-up duration [25, 26, 36, 38- For the reference standard domain, the overall assessment was deemed a moderate risk. Overall, 45 (62%) studies were high risk. A total of 8 did not report on reference standard in sufficient detail [45, 50, 53, 54, 57, 58, 71, 82] , 23 studies did not apply the same reference (histology and/or imaging) to all subjects [14, 17-21, 23, 29, 37, 38, 43, 44, 47, 51, 52, 66, 68, 69, 74, 77, 78, 83, 84] and 6 studies did not contain the latter two items [15, 16, 26, 30, 36, 70] . A lost to follow-up rate >20% resulted in highrisk classification of another 8 studies [24, 28, 31, 59, 61, 63, 75, 76] . The lost to follow-up rate was unclear in 7 studies (10%), resulting in an unclear risk [12, 32, 39, 49, 56, 60, 72] . The remaining 21 (29%) studies were considered low risk with respect to these items [13, 22, 25, 27, 33-35, 40-42, 46, 48, 55, 62, 64, 65, 67, 73, 79-81] .
Heterogeneity
The I 2 index demonstrated that the included studies were heterogeneous for the incidence of pseudoprogression (p < 0.01, I 2 = 79%) and for the incidence of tumour progression (p < 0.01, I 2 = 82%). To account for this heterogeneity, a random effects model was utilised for the analyses of pooled results.
Incidence of Pseudoprogression and Tumour Progression
Of the total number of included patients in all studies, 2603 patients displayed some form of worsening of imaging findings, demonstrating increased or new enhancement on postcontrast T1 or progression of high signal on T2/FLAIR imaging according to the RANO criteria (Fig. 3) . Of these patients with progression, 36% (95%CI 33-40%) displayed pseudoprogression due to treatment effects. A total of 60% (95%CI 56-64%) of the patients with progression were diagnosed with true tumour progression. The remaining 4% of patients spread over 12 studies showed an unknown outcome (range 1-37%). In a subset of 9 studies (N = 295), where the use of the RANO criteria to identify progression was specifically stated [23, 27, 48, 49, 55, 60, 65, 67, 76] , the pooled results were similar, with 37% (95%CI 22-52%) of the patients showing pseudoprogression. Furthermore, heterogeneity testing results for the RANO group and the other studies were similar (p = 1.00), justifying the pooling of both groups. Comparing the abstract only studies with the others full-text studies showed no clear difference looking at the forest plot.
The interval between the end of concomitant chemoradiotherapy and the time of tumour progression or pseudoprogression on imaging was available for 11 studies, including 265 patients with tumour progression and 204 patients with pseudoprogression. The mean interval was 10.5 months (range 1.7-37.6 months) for tumour progression. For pseudoprogression the interval was 13.0 months on average (range 1.2-40.0 months).
Discussion
Worsening of imaging findings on postcontrast T1 or high T2/FLAIR MRI can be attributed to tumour progression or pseudoprogression, but the distribution of both was highly uncertain prior to this study. Our meta-analysis has shown that across the available literature, pseudoprogression occurred, on average, in 36% of the patients with a highgrade glioma, while tumour progression occurs in 60%.
The finding that 36% of the patients presenting with progression is due to pseudoprogression confirms what many experts in the field suspect; pseudoprogression is a frequently occurring entity. However, it is above rates stated commonly in the literature. For instance, an elaborate review indicated that pseudoprogression can occur in up to 20% of patients treated with standard temozolomide chemoradiotherapy [3] , with a reported range of 3-24%. Previous studies providing incidence data have based their findings on a limited number of studies while utilising a non-systematic search approach. Considering the large amount of available data, it is also hard to do it differently, unless a full meta-analysis is conducted. Our meta-analysis is thus the first study to combine the data from all the available literature to estimate an incidence reflecting the full extent of the available literature. This is also the first study to specifically calculate pseudoprogression incidence consistently for all studies only including patients with some form of imaging progression. Including patients without any imaging progression would have resulted in lower and hard-to-interpret numbers which cannot be compared with other studies easily.
The occurrence of neurological deficits due to tumour progression or recurrence on MR imaging has been reported to be accompanied by the presence of oedema [85] , which was already demonstrated in 1979 [86] . In that study, it was noted that 28% of the patients spontaneously improved without a change in prescribed therapy. This is now recognised as being due to pseudoprogression. The pathophysiology of pseudoprogression remains unclear. Demyelination was discussed as a probable factor [87] . A more commonly used explanation is the increased capillary permeability induced by radiotherapy [88] . In conjunction with its disruption, upregulation of signalling proteins also affects the permeability of the blood-brain barrier [89] . This metaanalysis, to our knowledge, collates separate observations of all previous literature for the first time, to provide a more complete overview of progression in the context of highgrade glioma treatment.
By clarifying the full extent of the known limitations, this meta-analysis will enable clinicians to more carefully interpret posttreatment conventional MRI imaging in patients showing progression. Supplementary research is needed to improve the differentiation between true tumour progres-sion and pseudoprogression. This could be achieved using more advanced MRI and/or PET imaging to visualise the biological activity of tissue. Firstly, this improved knowledge is needed for deciding which patients do not benefit from the treatment given. The therapy and its side-effects can be discontinued and a switch to a second-line treatment could be considered. Secondly, new immunotherapies or antiangiogenic medications present new problems in the judgment of progression on anatomical MRI [90] . Thus, further research on functional imaging for treatment follow-up is paramount.
This review was limited due to the nature of the available literature. Most importantly, defining tumour progression and pseudoprogression is challenging. This is reflected in the variability in the definitions used in the included studies (see supplementary table 1) . However, all studies used histology or imaging follow-up that needed to show some form of stabilisation or improvement in cases with pseudoprogression, which are adequate definitions. Some of the abstract-only studies that were included to prevent publication bias provided no clear definition. This was reflected in the moderate quality assessed with the NIH quality assessment tool. The retrospective nature of some included studies was also a limitation affecting the NIH quality assessment scores. None of the studies reported on power or sample sizes. This is because observational studies are often exploratory in nature. However, the risk of an insufficient sample size is overcome by the benefits of this metaanalysis combining all studies.
In conclusion, this meta-analysis showed that, across the available literature weighted by importance, pseudoprogression occurred frequently (36%) in patients with a highgrade glioma following standard chemoradiotherapy. Tumour progression occurred in 60% of the patients with some form of imaging progression. This meta-analysis thus showed the full extent of the problem in differentiating pseudoprogression from tumour progression, helping pave the way towards more research to improve imaging methods for reliable treatment decision making.
